metabolism by the liver.  However, it did reveal a 13.4 percent higher mean concentration of alcohol in the older subjects at the end of the intravenous infusion than in the younger subjects.4/ This finding was explained by a smaller volume of distribution for alcohol in the older subjects.  Since the distribution of alcohol is largely governed by the water content of body fluid and tissue compartments, this explanation is consistent with the known decline in total body water with increasing age.  The findings are also consistent with similar observations in the rat.jL/  The absence of an effect of age on metabolism by the liver is in accord with a report that acetylation of isoniazid is not affected by old age. This conjugation reaction takes place in the soluble fraction of liver homogenates.  The hepatic clearance of oxazepam and lorazepam, two benzodiazepines whose only step in biotransformation is direct glucuronide conjugation, is also unaffected by old age.°_/  Thus, it appears that drug metabolism which does not involve the hepatic microsomal mixed function oxidizing system may not be importantly influenced by aging.
Alcohol has numerous metabolic and physiological effects, 1»7 >8>7 »9/ most of which have not been specifically examined for a relationship to old age.  These include effects on carbohydrate, protein and lipid metabolism, and on gastrointestinal function and cardiovascular function.  Its effects on the central nervous system are quite familiar to all who use alcohol.  There is an initial depression of the reticular activating system leading to cortical disinhibition.  This is followed by progressive global impairment and ultimately general anesthesia.  This progressive central nervous system depression correlates with progressive increases in blood alcohol levels.  Just as studies have shown the elderly to be more sensitive to the depressant effects of benzodiazepines,10~12/ alcohol seems to have a greater effect on objective tests of performance requiring integrity of the central nervous system.
In connection with the study of alcohol metabolism described above, an investigation of memory function and reaction time was also conducted in 40 of the subjects.±£/  Tests of memory included immediate free recall, forward digit span, dichotic digit pairs, delayed free recall and delayed recognition.  All showed impairment after alcohol in both young and old subjects.  In addition, the changes from baseline for the dichotic digit pairs and delayed recognition were larger in the old than in the young subjects. Impairment of simple reaction time was also greater in old subjects than in the young.  Because of the age differences in peak alcohol concentrations, a subset of young and old subjects matched for comparable alcohol levels was examined.  Although the sample size was reduced to 22, the results remained essentially the same.